
         
            
               
                  Journal Information

                  
                     Publisher: Innovative Publication
                     

                     Title: IP Archives of Cytology and Histopathology Research
                     

                     ISSN (print): 2456-9267
                     

                  

               

               
                  Article Information

                  
                     Copyright: 2023
                     

                     Date received: 10 December 2023
                     

                     Date accepted: 27 December 2023
                     

                     Publication date: 8 January 2024
                     

                     Volume: 8
                     

                     Issue: 4
                     

                     Page: 298
                     

                     DOI: 10.18231/j.achr.2023.069
                     

                  

               

            

         

         

         
            Hemophagocytic lymphohistiocytosis: An overview

         

         
                     
                           Iffat Jamal
                           ​[image: ORCID][1]

                     Email: iffatjamal111@gmail.com 

                     
                        Bio: 

                        
                           Assistant Professor

                        

                     


         
            
                  
               Dept. of Hematology, Indira Gandhi Institute of Medical Sciences
               Patna, Bihar
               India
               
            

         

         Corresponding Author: Iffat Jamal
         

         
            © This is an open access article distributed under the terms of the Creative Commons Attribution License (https://creativecommons.org/licenses/by/4.0/) which permits unrestricted use, distribution, and reproduction in any medium, provided the original author and source are
            credited.
            
         

         

      

      
         
               

            Hemophagocytic lymphohistiocytosis (HLH) is a dangerous condition characterized by excessive inflammation that can affect
               people of all ages, including new borns and adults. This disorder involves an abnormal immune response causing severe inflammation
               and failure of multiple organs. The review discusses how HLH is diagnosed and treated, emphasizing the importance of a team
               of healthcare professionals in managing this condition.1

            HLH results from the inappropriate activation of certain immune cells such as natural killer cells, CD8+ cytotoxic T-cells,
               and macrophages. It is categorized into primary (caused by inherited genetic mutations) or secondary (caused by an abnormal
               response to infection, cancer, or autoimmune diseases). Primary HLH typically appears in childhood due to genetic mutations,
               while secondary HLH usually occurs in adults and is triggered by acute illnesses like infections or cancers. Treatment involves
               suppressing the immune system and using chemotherapy, which is crucial for improving survival rates. 2

         

         
               Factors causing HLH

            
                  
                  	
                     Primary HLH emerges early in childhood due to genetic mutations affecting immune cell interactions, leading to excessive inflammation.
                        It can be further classified based on specific genetic mutations or associated clinical syndromes.
                     

                  

                  	
                     Secondary HLH occurs in adults as a response to acute illnesses rather than genetic causes. Common triggers include infections,
                        cancers, and autoimmune disorders. Sometimes, adult HLH is termed macrophage activation syndrome (MAS), although it's mostly
                        considered a part of HLH. Interestingly, a portion of adult patients may have genetic abnormalities linked to primary HLH
                        genes, possibly contributing to their predisposition to the condition when triggered by certain factors. 3

                  

               

            

            Histopathology: Doctors usually conduct biopsies of lymph nodes, bone marrow, or the spleen to confirm suspected HLH. The
               hallmark histopathological finding is hemophagocytosis, where macrophages engulf bone marrow cells. However, this finding
               isn't necessary for diagnosis and might not be present in all cases that otherwise meet diagnostic criteria.
            

         

         
               Clinical and laboratory evaluation

            The HLH 2004 criteria outline that at least 5 out of 8 specific criteria need to be met for diagnosis. 4 These are:
            

            
                  
                  	
                     Fever.

                  

                  	
                     Cytopenias (at a minimal two lineages)

                  

                  	
                     Splenomegaly.

                  

                  	
                     Hypertriglyceridemia +/- hypofibrinogenemia.

                  

                  	
                     Biopsy-proven hemophagocytosis.

                  

                  	
                     Ferritin greater than 500 ng/ml.

                  

                  	
                     Low or absent NK-cell activity.

                  

                  	
                     Elevated sIL2Ra levels greater than or equal to 2400 U/ml.

                  

               

            

            Interestingly, biopsy-proven hemophagocytosis is no longer a mandatory requirement for diagnosis according to these criteria.

            
                  Differential diagnosis

               HLH symptoms are often nonspecific or can be attributed to known conditions like sepsis or cancer. In children, symptoms may
                  resemble Kawasaki disease or toxic shock syndrome. In adults, HLH can be challenging to diagnose as it might overlap with
                  other multi-organ system disorders like malignancies, sepsis, or autoimmune diseases. A high level of suspicion is crucial
                  when a patient exhibits multiorgan failure and does not respond to standard treatments. 5

            

         

         
               Source of Funding

            None.

         

         
               Conflict of Interest

            None.

         

      

      
         
               References

            
                  
                  
                     
                        1 
                              

                     

                     H Al-Samkari & Berliner, N,   (2018). Hemophagocytic Lymphohistiocytosis. Annu Rev Pathol, 13, 27–49. 10.1146/annurev-pathol-020117-043625

                  

                  
                     
                        2 
                              

                     

                     Morimoto, A, Nakazawa, Y & Ishii, E,   (2016). Hemophagocytic lymphohistiocytosis: Pathogenesis, diagnosis, and management.  Pediatr Int, 58(9), 817–25.
                     

                  

                  
                     
                        3 
                              

                     

                     Janka, GE,   (1983). Familial hemophagocytic lymphohistiocytosis. Eur J Pediatr, 140(3), 221–30.
                     

                  

                  
                     
                        4 
                              

                     

                     Schram, AM, Comstock, P, Campo, M, Gorovets, D, Mullally, A & Bodio, K,   (2016). Haemophagocytic lymphohistiocytosis in adults: a multicentre case series over 7 years. Br J Haematol, 172(3), 412–9.
                     

                  

                  
                     
                        5 
                              

                     

                     Emile, J F, Abla, O, Fraitag, S, Horne, A, Haroche, J & Donadieu, J,   (2016). Revised classification of histiocytoses and neoplasms of the macrophage-dendritic cell lineages. Blood, 127(22), 2672–81.
                     

                  

               

            

         

      

      

   EPUB/nav.xhtml

    
      Hemophagocytic lymphohistiocytosis: An overview


      
        		
          Content
        


      


    
  

